compared to those without decompensation (p<0.001). Younger diabetes patients demonstrated the highest prevalence of in-hospital decompensation (18-44 yrs; 3.7%) with a relative increase of 32.4% (from 3.4% to 4.5%) from 2007 to 2014 (p trend <0.001). Older diabetics (≥65 years) with decompensation suffered the highest in-hospital mortality (12.8%). The overall rate of decompensation was similar (0.9%) among male and female diabetes patients. However, over a period of 8 years, the rates of decompensation rose to 1.1% (p trend <0.001) in males and 1.2% (p trend <0.001) in females, respectively. All-cause in-hospital mortality among females with decompensated diabetes declined from 6.6% in 2007 to 5.9% in 2014 (p trend =0.019). However, there was no significant drop in in-hospital mortality among male diabetics with acute decompensation (6.7% in 2007 to 6.8% in 2014, p trend =0.811). We observed significantly increasing trends in decompensated diabetes among all race groups between 2007 and 2014 (p trend <0.001). The in-hospital mortality was highest among Asian or Pacific Islander (0.9%) diabetes patients with decompensation from 2007 to 2014. There was a declining trend in the inpatient mortality among Asian or Pacific Islander (p trend =0.029) and Hispanic (p trend <0.001) patients with decompensated diabetes, whereas other race groups did not observe any significant decline in mortality over the study period. Diabetes hospitalizations with decompensation demonstrated significantly higher in-hospital mortality (6.3% vs. 2.6%; p<0.001), average length of stay (7.7 vs. 5.4 days; p<0.001), hospital charges ($65,904 vs. $42,889, p<0.001), and more frequent transfers to short-term hospitals (3.9% vs. 2.9%; p<0.001) in comparison to those without decompensation. The rates of acute myocardial infarction (AMI) (10.4% vs. 4.8%; p<0.001), stroke (4.0% vs. 3.3%; p<0.001) and venous thromboembolism (3.5% vs. 2.6%; p<0.001) were substantially higher among diabetics with decompensation compared to those without.
Introduction
An alarmingly increasing prevalence of diabetes has been reported among adult population in the United States (US) between 1988 and 2012 [1] . Diabetes-related morbidity and mortality have caused an estimated loss of $245 billion to the US infrastructure in 2012 [2] . Decompensated diabetes is an umbrella term for diabetic ketoacidosis (DKA) and hyperosmolar hyperglycemic state (HHS), the two grave complications of diabetes.
DKA is a fatal manifestation reported in nearly 25-30% of patients with type 1 diabetes and in 4-29% of younger type 2 diabetics [3] . Limited data exist on the prevalence of HHS with a comparatively lower incidence rate than DKA and is estimated to be less than 1% of all diabetes-related hospitalizations [4] . However, the mortality rate of HHS is significantly (~10 times) higher compared with DKA [4] . DKA occurs more commonly in type 1 diabetics and younger type 2 diabetics, while HHS occurs predominantly in the elderly population [3] [4] [5] . However, an increasing prevalence of DKA has been reported among younger type 2 diabetics. An overall rising trend in the DKA-related hospitalizations has been described in the past decade in the US [3] . However, it remains poorly defined if these patterns fluctuate by various age, sex, and race groups of the hospitalized diabetic population.
Younger age and obesity are known risk factors for decompensation among diabetics. The increasing prevalence of obesity over the past few decades remained consistent even with a growing trend in diabetes [6] [7] . However, the rate of increase in DKA has been perceived to be more rapid in comparison to the overall increase in diabetes [8] . The disproportionately changing landscape of demographics and risk factors of the US population could have an impact on the diverse burden of DKA/HHS across various subgroups. Since age, gender, and racial inconsistencies in the healthcare services accessibility have been widely accounted for in the US, it is imperative to comprehend the changing pattern of DKA/HHS and related outcomes across these subgroup populace. Therefore, the main objective of the present study is to analyze the trends in the incidence of decompensated diabetes among all diabetes-related admissions stratified by age, gender and race and the impact of acute decompensation on inhospital outcomes using the largest nationwide cohort of adult diabetics in the US from 2007 to 2014.
Materials And Methods

Data sources
The administrative data from 2007 to 2014 were acquired through the Healthcare Research and Quality Healthcare Cost and Utilization Project-sponsored National Inpatient Sample (NIS) datasets [9] . The NIS remodeled its sampling strategy using self-weighing design in 2012 to improve national evaluations. Each year the NIS consists of a sample of 8 million unweighted or 35 million weighted hospital discharges. Prior to 2012, the NIS examined approximately all hospitalization records from 1000 hospitals (a 20% hospital sample). Beginning with the 2012 data year, the NIS approximates a 20% stratified sample of all discharges from U.S. community hospitals, excluding rehabilitation and long-term acute care hospitals. The NIS is sampled from the State Inpatient Databases (SID), which include all inpatient data that are currently contributed to HCUP and is representative of >95% of the US population. This study was exempted from the Institutional Review Board (IRB) review as it contained deidentified discharge data.
Study population
We identified diabetes decompensation (DKA/HHS) among diabetes-related hospitalizations using previously validated International Classification of Diseases, Ninth Revision, Clinical Modification (ICD-9-CM) codes: DKA (ICD-9-CM codes 250.10-250.13) or HHS (ICD-9-CM codes 250.20-250.23) also detailed elsewhere [10] . The baseline demographics, hospital-level characteristics, and pre-existing comorbid conditions were assessed between diabetes patients with vs. without decompensation. Temporal trends in diabetes decompensation and related inhospital mortality were assessed for different age (18-44, 45-64, ≥65 yrs), gender (male and female) and race (white, black, Hispanic, Asian or Pacific Islander, Native American, others) groups.
Outcomes
The primary outcomes were trends in diabetes decompensation and subsequent in-hospital mortality among adult diabetes-related hospitalizations stratified by age, gender, and race. Coprimary outcomes were in-hospital complications which included acute myocardial infarction (AMI), arrhythmia, stroke and venous thromboembolism. The secondary outcomes were healthcare resource utilization in terms of discharge disposition, mean length of stay (LOS) (days) and hospital charges (US dollars).
Statistical analyses
Discharge weights were used to produce national estimates. Missing values were discarded from the final analyses. All temporal trends were assessed by linear-by-linear association test. The rates of diabetes decompensation (DKA/HHS) are represented as a percentage of total diabetesrelated hospitalizations for each year whereas the mortality rates are calculated by dividing total in-hospital deaths by total cases of diabetes decompensation for each year. Correspondingly, age, gender, and race-stratified incidence and mortality rates were calculated by dividing total diabetes decompensation and in-hospital deaths by total diabetes and decompensated diabetes hospitalizations for a particular age, gender and race groups for each year, respectively. Baseline demographics, comorbidities, and outcomes were compared between diabetes hospitalizations with and without decompensation using the Chi-square test for categorical variables and Student's t-test for continuous variables. We considered a twotailed p-value ≤0.05 as statistical significance. We utilized Social Sciences software (SPSS), version 22.0 (IBM Corp., Armonk, NY, USA) for all analyses.
Results
Baseline characteristics and comorbidities
Of 56.7 million adult diabetes-related hospitalizations, 0. 1b ).
FIGURE 1: Age-specific trends in diabetes decompensation
and subsequent in-hospital mortality
Gender-specific trends in decompensated diabetes and subsequent in-hospital mortality
The overall rate of decompensation among diabetes-related hospitalization was similar (0.9%) among male and female diabetics. Over the period of eight years, the rates of decompensation rose to 1.1% (p trend <0.001) in males and 1.2% (ptrend<0.001) in females, respectively; which corresponds to 37.5% and 50% relative increases in males and females, respectively (Figure 2a) . All-cause in-hospital mortality among decompensated diabetic females declined significantly and Hispanic (p trend <0.001) patients with decompensated diabetes, whereas other race groups did not observe any significant trend in mortality over the study period (Figure 3b ).
FIGURE 3: Race-specific trends in decompensated diabetes and subsequent in-hospital mortality
Discussion
To our knowledge, this study is the largest study to date assessing the nationwide trends in decompensated diabetes across different age, gender and race groups, and its impact on the inhospital outcomes among diabetics. The key findings of this population-based study are outlined as follows. The trends in decompensated diabetes have significantly increased over the years across all age groups (18-44, 45-64, ≥65 yrs), the greatest burden among younger diabetics. There was no significant decline in the mortality among decompensated diabetics across all age groups. Rising trends in DKA/HHS were determined in both sexes with a gender disparity in the trend of in-hospital mortality where declining trends were evident in female diabetics without a significant change in male diabetics. The higher rates of DKA/HHS hospitalizations among blacks and higher in-hospital mortality among Asians underline the notion of existing racial disparities in diabetes care. Patients with decompensated diabetes had a significantly high burden of all-cause in-hospital mortality, cardio-cerebrovascular events, and resource utilization.
This study reports a 50% relative increase (0.8% in 2007 to 1.2% in 2014) in decompensated diabetes (DKA/HHS) among diabetes-related hospitalization in the US from 2007 to 2014, which corresponds to a 54.9% increase reported by Benoit et al. from 2009-2014 and 59% increase reported by Desai et al. over the past decade [3, 11] . However, there was no significant decline in all-cause mortality owing to decompensated diabetes from 2007 to 2014. The overall increasing trend in decompensation could just be a reflection of a dramatic four-fold increase (from 5.5 million in 1980 to 22 million in 2014) in the diabetes prevalence in the US [12] . Furthermore, it could also be a reflection of shifting demographics and associated precipitating factors for diabetes and decompensation. To effectively understand these shifting trends, we performed a subgroup analysis of trends stratified by age, gender and race groups.
Our findings suggest that younger age group (18-44 years) witnessed the highest rates of DKA/HHS related hospitalizations between 2007 and 2014 consistent with data reported from previous epidemiological studies [3, 13] . Benoit et al. reported the highest DKA hospitalization among younger patients (44.3 per 1,000), while it was low among elderly diabetics (less than 2 per 1,000) [11] . Several factors can influence the age-specific trends in decompensated diabetes-related hospitalizations and outcomes. Firstly, the impaired effective level and action of insulin [5] . The dramatic increase in the prevalence of obesity, over the decade, in the US has drastically increased the burden of insulin resistance and make this population prone towards DKA/HHS [14] . Furthermore, the rising prevalence of ketosis-prone diabetes among type 2 obese diabetics also bears a high risk for DKA recurrence after insulin discontinuation after the resolution of ketoacidosis [15] . Furthermore, the rising burden of the use of recreational drugs, evident in our decompensated diabetic cohort, could be a potential factor for the rising trends in DKA/HHS and subsequent poor cardiovascular outcomes. Studies suggest a high burden (15-20%) of substance abuse among adults with DKA-related hospitalizations [16] [17] . Rising trends in drug abuse especially cocaine and marijuana have been concerning as these substances have the potential to increase the odds of MI, arrhythmia, and stroke as noted in prior studies [18] [19] [20] [21] . Such practices make these patients prone towards discontinuation of insulin therapy, dietary transgressions, behavioral issues, stress and could alter metabolism leading to an increased risk of decompensation [8, 16] .
We observed an increase from 0.3% to 0.5% in the rate of decompensated diabetes-related hospitalizations among older diabetics (≥65 years). Elderly patients are prone towards prolonging immobilization and has altered thirst response hampering their hydration status and increases the risk of HHS [4, 22] . This is evident from a significantly high burden of fluid and electrolyte disturbances among diabetics with decompensation in our study. Moreover, hyperglycemia can derange hydration and platelet aggregation hampers endothelium-derived nitric oxide levels leading to a hypercoagulable state [23] [24] . Hypercoagulable states increase the risk of coagulopathy, cardio-cerebrovascular events, and venous thromboembolism as evident by a high proportion of these events in our study [23] .
The low rate of decompensated diabetes among elderly diabetics was associated with high rates of in-hospital mortality as compared to young age, which reflects the increased severity of decompensation and comorbid disease burden in older diabetics. HHS most commonly occurs among elderly patients and accounts for less than 1% of diabetes admissions [4] whereas DKA is more common in the younger age group [5] . However, HHS has been reported to pose 10 times higher risk of mortality than DKA [8, 25] . We did not observe any significant decline in the mortality across any age group of decompensated diabetics, which is a concerning result and need further exploration.
The gender-specific rate of decompensated diabetes was similar among male and female patients. However, by 2014 there was a 50% increase in hospitalization rate among females whereas for males the relative increase was around 37.5%. Desai et al. also reported a similar increase in DKA-related discharges among females as compared to males over a period of 10 years in the US hospitals [3] . All-cause in-hospital mortality in diabetics with decompensation showed a significantly declining trend only among females with a varying non-linear trend among males. Women reluctance towards self-care and prioritization of family health over own and intentional omission of insulin have been reported to be the major reasons behind such disparity [26] . However, despite high-risk behavior among female decline in the mortality need further evaluation for the factors governing such changes.
In the present study, an increase in the decompensated diabetes-related hospitalization was observed across all the race groups. Black patients had the highest burden of decompensated diabetes with a 25% relative increase (from 1.2% to 1.5%) from 2007 to 2014 without any significant change in mortality over the study period. High burden of obesity, use of illicit drugs, poor insulin compliance could be a potential reason for the high rate of decompensated diabetes among blacks [17] . . Furthermore, we noticed the highest proportion of diabetes and decompensated diabetes-related hospitalizations in the Southern region hospitals. CDC report also suggests a Southern regional predominance of DKA especially among obese African Americans [12] .
In addition to the increased inpatient mortality, the decompensated diabetics were found to have a higher proportion of in-hospital MI, stroke and venous thromboembolism events, which may further lead to worse outcomes [10] . Interestingly, the stroke rate was higher in the decompensated group even with a lower frequency of arrhythmia compared to those without decompensation. That suggests that diabetes decompensation may independently increase stroke events in diabetes patients. A higher mean hospital stay and hospitalization charges were reflective of DKA/HHS-related healthcare burden.
Limitations
This study bears a few limitations. The NIS is an administrative database and utilized the ICD-9 CM coding system for discharges, hence it may under or overestimate the diagnoses at times. The NIS follows visit-based approach rather than a patient-based approach for data collection, therefore, it is possible that one patient may have been captured multiple times. The analysis was not stratified by type of diabetes. In addition, the temporal trends in decompensated diabetes are governed by multiple factors including varying demographic landscapes of diabetics, access to health care, medication compliance, socioeconomic status, and varying degree of insulin resistance, which should be considered while inferring results. There is a lack of any longitudinal follow-up data. This study determines the temporal trends in decompensated diabetes but causative role of any demographics on prevalence or outcomes cannot be established. The exact cause of in-hospital mortality cannot be ascertained from the NIS dataset. However, the large sample size and weighted discharges empowered us to obtain comprehensive national estimates in the US similar to our prior studies regarding healthcare resource utilization and outcomes trends [27] [28] [29] [30] . These limitations have insignificantly impacted the important outcomes drawn from this retrospective study.
Conclusions
In this nationwide population-based analysis in the US, the burden of decompensated diabetes (DKA/HHS) among hospitalized diabetics has shown an increasing trend from 2007 to 2014. Despite improved screening measures and healthcare delivery in recent times, the rising trends in the decompensated diabetes rate, and its gender and racial variability are of great concern. These concerning trends warrant reinforced preventive steps to control precipitant factors towards diabetes decompensation and safeguard the US health care infrastructure from resultant poor outcomes and consequent higher healthcare cost.
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